10/524, 518 

Connecting via Winsock to STN 

Welcome to STN International! Enter x:x 

************ STN Columbus *************** 

FILE 'HOME' ENTERED AT 14:59:58 ON 17 APR 2008 

=> 

=> FILE REGISTRY 

Uploading C:\Program Files\Stnexp\Queries\10527518 . str 



chain nodes : 

7 14 15 17 33 34 35 36 38 
ring nodes : 

1 2 3 4 5 6 8 9 10 11 12 13 16 18 19 20 21 22 23 24 25 26 27 
28 29 30 31 32 
chain bonds : 

2-35 4-7 6-36 7-8 7-33 11-14 13-17 14-15 15-16 15-34 17-18 27-38 
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ring bonds : 

1- 2 1-6 2-3 3-4 4-5 5-6 8-9 8-13 9-10 10-11 11-12 12-13 16-24 16-28 
18-19 18-23 19-20 20-21 21-22 22-23 24-25 24-29 25-26 25-32 26-27 27-28 
29-30 30-31 31-32 

exact/norm bonds : 

7-8 7-33 8-9 8-13 9-10 10-11 11-12 11-14 12-13 14-15 15-34 27-38 
exact bonds : 

2- 35 4-7 6-36 13-17 15-16 17-18 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 16-24 16-28 18-19 18-23 19-20 20-21 21-22 
22-23 24-25 24-29 25-26 25-32 26-27 27-28 29-30 30-31 31-32 



Gl:H,OH 
Match level : 

l:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:Atom 7:CLASS 8:Atom 9:Atom 10:Atom 
11: Atom 12:Atom 13:Atom 14:CLASS 15:CLASS 16:Atom 17:CLASS 18:Atom 19:Atom 
20: Atom 21: Atom 22: Atom 23: Atom 24:Atom 25: Atom 26: Atom 27: Atom 28: Atom 
29:Atom 30:Atom 31: Atom 32:Atom 33:CLASS 34:CLASS 35:CLASS 36:CLASS 
38 :CLASS 
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Structure attributes must be viewed using STN Express query preparation. 



=> s 11 sam 

SAMPLE SEARCH INITIATED 15:01:36 FILE 
SAMPLE SCREEN SEARCH COMPLETED - 



REGISTRY' 
2 TO ITERATE 



100.0% PROCESSED 2 ITERATIONS 

SEARCH TIME: 0 0.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 
BATCH **COMPLETE** 
PROJECTED ITERATIONS: 2 TO 124 

PROJECTED ANSWERS: 0 TO 0 



L2 



0 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 15:01:40 FILE 
FULL SCREEN SEARCH COMPLETED - 



REGISTRY' 

26 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 0 0.00.01 



26 ITERATIONS 



5 SEA SSS FUL LI 



5 ANSWERS REGISTRY COPYRIGHT 2008 ACS on STN 

4-Quinolinecarboxamide, N- [1- [3, 5-bis (trif luoromethyl ) benzoyl ] -2- 
(phenylmethyl) -4-piperidinyl ] -1, 2-dihydro-2-oxo-, trans- (+) - (9CI) 
C31 H25 F6 N3 03 



Rotation (+) . Absolute stereochemistry unknown. 



/.0 Ph 




* PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1):1 

L3 5 ANSWERS REGISTRY COPYRIGHT 2008 ACS on STN 
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IN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl] -2- 

[ ( 4-chlorophenyl ) methyl] -4 -piper idinyl ] -1, 2-dihydro-2-oxo- 
MF C31 H24 CI F6 N3 03 

Absolute stereochemistry. 




**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1):1 

L3 5 ANSWERS REGISTRY COPYRIGHT 2008 ACS on STN 

IN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 

[ ( 4-chlorophenyl ) methyl ] -4 -piper idinyl ] - 
MF C31 H24 CI F6 N3 02 

Absolute stereochemistry. 



Page 4 



10/524, 518 




0 NH 



F3C 




CF 3 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1):1 

L3 5 ANSWERS REGISTRY COPYRIGHT 2008 ACS on STN 

IN 4-Quinolinecarboxamide, N- [ ( 2R, 4S ) -1- [3 , 5-bis (trif luoromethyl ) benzoyl] -2- 

[ ( 4-chlorophenyl ) methyl ] -4-piper idinyl ] -, 1 -oxide 
MF C31 H24 CI F6 N3 03 

Absolute stereochemistry. 




CF3 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1):1 

L3 5 ANSWERS REGISTRY COPYRIGHT 2008 ACS on STN 

IN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl] -2- 

(phenylmethyl ) -4-piperidinyl ] - 
MF C31 H25 F6 N3 02 

Absolute stereochemistry. Rotation ( + ) . 




*PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* 



ALL ANSWERS HAVE BEEN SCANNED 



=> d his 

(FILE 'HOME' ENTERED AT 14:59:58 ON 17 APR 2008) 

FILE 'REGISTRY' ENTERED AT 15:01:20 ON 17 APR 2008 
LI STRUCTURE UPLOADED 

L2 0 S LI SAM 

L3 5 S LI FULL 

FILE 'CA' ENTERED AT 15:02:12 ON 17 APR 2008 

=> s 13 

L4 27 L3 

=> d ibib abs hitstr 1-27 

L4 ANSWER 1 OF 2 7 CA COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 



147:357201 CA 

Methods for regulating neurotransmitter systems by 
inducing counteradaptations 
Michalow, Alexander 
USA 

PCT Int. Appl., 136pp. 

CODEN: PIXXD2 

Patent 
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LANGUAGE : English 
FAMILY ACC. NUM. COUNT: 3 
PATENT INFORMATION: 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 2007100775 








20070907 




WO 2007- 


US49 


59 




20070227 


W: AE, 


AG, 


AL, 


AM 


AT 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 


GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, KN, 


KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, MK, 


MN, 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


MI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, RO, 


RS, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SV, 


SY, 


TJ, 


TM, 


TN, 


TR, TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


ZW 












RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


EI, 


FR, 


GB, 


GR, 


HU, IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


ME, 


SN, 


TD, 


TG, 


BW, GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




















PRIORITY APPLN. 


INFO 














US 2006- 


777190P 




P 20060227 


















US 2006- 


8b81 


86P 




P 20061109 



OTHER SOURCE(S): MARPAT 147:357201 

AB The invention discloses methods for regulating neurotransmitter systems by 
inducing a counteradaptation response. In one embodiment of the 
invention, a method for regulating a neurotransmitter includes the step of 
repeatedly administering a ligand for a receptor in the neurotransmitter 
system, with a ratio of administration half-life to period between 
administrations of no greater than 1/2. The methods of the invention may 
be used to address a whole host of undesirable mental, neurol. and 
physiol. conditions. 

IT 177707-12-9, NKP608 177707-12-9D, NKP608, analogs and 
derivs . 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(neurotransmitter system regulation by induction of counteradaptation 
response) 
RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N-[(2R,4S)-l-[3, 5-bis (trif luoromethyl ) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 



Absolute stereochemistry. 
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F3C 




CF3 



RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl] -2- 
[ (4-chlorophenyl) methyl ] -4-piper idinyl ] - (CA INDEX NAME) 

Absolute stereochemistry. 




CF3 



L4 ANSWER 2 OF 27 CA COPYRIGHT 2008 ACS on STN 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



144:343618 CA 

Methods for regulating neurotransmitter systems by 
inducing counteradaptations 
Michalow, Alexander 
USA 

PCT Int. Appl., 97 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2006034343 




A2 




2006 


,0330 




WO 


2005- 


-US33 


826 




20050923 


wo 


20060343 


43 




A3 




20061005 


















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


. BB 


, BG, 


BR, 


BW, 


BY, 


BZ, CA, CH, 




CN, 


CO, 


CR, 


CU, 




DE, 


DK, 


DM, 


. DZ 


, EC, 


EE, 


EG, 


ES, 


FI, GB, GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


. IS 


, JP, 


KE, 


KG, 


KM, 


KP, KR, KZ, 




LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


. MA 


, MD, 


MG, 


MK, 


MN, 


MW, MX, MZ, 




NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


. PL 


, PT, 


RO, 


RU, 


sc, 


SD, SE, SG, 




SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


. TT 


, TZ, 


UA, 


UG, 


US, 


UZ, VC, VN, 




YU, 


ZA, 


ZM, 


zw 
























RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


. EE 


, ES, 


FI, 


FR, 


GB, 


GR, HU, IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


. PT 


, RO, 


SE, 


SI, 


SK, 


TR, BF, BJ, 




CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


. ML 


, MR, 


NE, 


SN, 


TD, 


TG, BW, GH, 




GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


. SZ 


, TZ, 


UG, 


ZM, 


ZW, 


AM, AZ, BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


















AU 


2005286733 




Al 




20060330 




AU 


200b- 


■286733 




20050923 


CA 


2580694 






Al 




20060330 




CA 


200b- 


•2580694 




20050923 


EP 


1809104 






A2 




20070725 




EP 


2005- 


•8008 


10 




20050923 




R: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


. EE 


, ES, 


FI, 


FR, 


GB, 


GR, HU, IE, 




IS, 


IT, 


LI, 


LT, 


LU, 


LV, 


MC, 


NL, 


. PL 


, PT, 


RO, 


SE, 


SI, 


SK, TR 


CN 


101065014 




A 




20071031 




CN 


2005- 


-80040206 




20050923 


IN 


2007KN01043 




A 




20070713 




IN 


2007- 


-KN1043 




20070323 



PRIORITY APPLN. INFO.: US 2004-612155P P 20040923 

WO 2005-US33826 W 20050923 

AB The present invention relates to methods for regulating neurotransmitter 
systems by inducing a counteradaptation response. According to one 
embodiment of the invention, a method for regulating a neurotransmitter 
includes the step of repeatedly administering a ligand for a receptor in 
the neurotransmitter system, with a ratio of administration half-life to 
period between administrations of no greater than 1/2. The methods of the 
present invention may be used to address a whole host of undesirable 
mental and neurol. conditions. 
IT 177707-12-9, NKP608 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(regulating neurotransmitter systems by inducing counteradaptations by 
repeatedly administering neurotransmitter receptor ligands to treat 
mental and neurol. disorders and combination with other agents) 
RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[( 4-chlorophenyl) methyl] -4-piper idinyl ] - (CA INDEX NAME) 



Absolute stereochemistry. 
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L4 ANSWER 3 OF 2 7 CA 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



COPYRIGHT 2008 ACS on STN 
144:184689 CA 

Neurokinin-1 receptor antagonists for the treatment 

conditions responsive to testosterone elevation 

Fuchs, Eberhard K. M. ; Czeh, Boldizsar; Hesselink, 

Mayke B.; Thole, Hubert; Tulp, Martinus Th. M. 

Solvay Pharmaceuticals B. V., Neth. 

PCT Int. Appl., 36 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2006 


013205 




Al 




20060209 




WO 


2005- 


EP53 769 




20050802 




W: 


AE, 


AG, 


AL, 


AM, 


AT 


AU, 


AZ, 


BA 


BB 


BG, 


BR 


BW, 


BY, 


BZ 


, CA, CH 






CN, 


CO, 


CR, 


CU, 


CZ 


DE, 


DK, 


DM 


DZ 


EC, 


EE 


EG, 


ES, 


FI 


, GB, GD 






GE, 


GH, 


GM, 


HR, 


HU 


ID, 


IL, 


IN 


IS 


JP, 


KE 


KG, 


KM, 


KP 


, KR, KZ 






LC, 


LK, 


LR, 


LS, 


LT 


LU, 


LV, 


MA 


MD 


MG, 


MK 


MN, 


MW, 


MX 


, MZ , NA 






NG, 


NI, 


NO, 


NZ, 


OM 


PG, 


PH, 


PL 


PT 


RO, 


RU 


SC, 


SD, 


SE 


, SG, SK 






SL, 


SM, 


SY, 


TJ, 


TM 


TN, 


TR, 


TT 


TZ 


UA, 


UG 


US, 


UZ, 


VC 


, VN, YU 






ZA, 


ZM, 


ZW 




























RW 


AT, 


BE, 


BG, 


CH, 


CY 


CZ, 


DE, 


DK 


EE 


ES, 


FI 


FR, 


GB, 


GR 


, HU, IE 






IS, 


IT, 


LT, 


LU, 


LV 


MC, 


NL, 


PL 


PT 


, RO, 


SE 


SI, 


SK, 


TR 


, BF, BJ 






CF, 


CG, 


CI, 


CM, 


GA 


GN, 


GQ, 


GW 


ML 


MR, 


NE 


SN, 


TD, 


TG 


, BW, GH 






GM, 


KE, 


LS, 


MW, 


MZ 


NA, 


SD, 


SL 


SZ 


, TZ, 


UG 


ZM, 


ZW, 


AM 


, AZ, BY 






KG, 


KZ, 


MD, 


RU, 


TJ 


TM 




















US 


20060030556 




Al 




20060209 




US 


2005- 


193361 




20050801 


PRIORITY APPLN. 


INFO 














EP 


2004- 


103747 




A 


20040804 






















US 


2004- 


598422P 




P 


20040804 



Page 10 



10/524, 518 



OTHER SOURCE(S): MARPAT 144:184689 

AB The invention discloses the use of neurokinin-1 receptor antagonists as 

testosterone replacement therapy. The invention also discloses the use of 
neurokinin-1 receptor antagonists for the preparation of medicaments for 
treating conditions associated with low testosterone levels in patients 
having deficient testosterone levels. The invention further discloses the 
use of neurokinin -1 receptor antagonists for the preparation of medicaments 
for treating hypogonadism in men. 

IT 177707-12-9, NKP-608 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(neurokinin-1 receptor antagonists for treatment of conditions 
responsive to testosterone elevation) 

RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSWER 4 OF 2 7 CA COPYRIGHT 2008 ACS on STN 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 



DOCUMENT TYPE: 



143:1315 ^ 

Method of treating mental disorders using D4 and 

5-HT2A antagonists, inverse agonists or partial 

agonists 

Buntinx, Erik 

Belg. 

U.S. Pat. Appl. Publ., 15 pp., Cont . -in-part of U.S. 
Ser. No. 725,965. 
CODEN: USXXCO 
Patent 
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LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT 


NO. 






KIND 


DATE 






APPLICATION NO. 




DATE 




20050119248 








20050602 




TTQ 9 C\C\ A 

Uo Z u u *±- 


-752 423 




20040106 


c 


20050119 






i 




20050602 




US 2 003- 






20031202 


nq 


20050119249 




Al 




20050602 




US 2 004- 


~803793 




20040318 




20050203130 








20050915 




TTQ 9 n n A 
Uo z u u <±- 


-9 8 46 83 




20041109 


r- 


2547639 






1 




20050616 




C A 2 004- 


9 R A Tt; ^ Q 

-Z34 /boy 




20041202 


wo 


2005053796 




Al 




20050616 




tath 9 n n a 
wu z u u <±- 






20041202 




W: 


AE, 


AG, 


AL, 






. AU, 


AZ, 


BA, 






BY, 


BZ, CA, CH, 






CN, 


CO, 


CR, 


rn' 


P7 


. DE, 


DK, 


DM, 


n7' fp' 




ES, 


FI, GB, GD, 






GE, 


GH, 


GM, 






ID, 


IL, 


IN, 


is' jp' 


ke' kg' 


KP, 


KR, KZ, LC, 






LK, 


LR, 


LS, 


lt' 


Ln' 


LV, 


MA, 


MD, 


MG MK 


MN MW 


MX, 


MZ, NA, NI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


. PL, 


PT, 


RO, 


RU, SC, 


SD, SE, 


SG, 


SK, SL, SY, 






TJ, 


TM, 


TN, 


TR, 


TT, 


. TZ, 


UA, 


UG, 


US, UZ, 


VC, VN, 


YU, 


ZA, ZM, ZW 




RW: 


: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, SL, 


SZ, TZ, 


UG, 


ZM, ZW, AM, 






AZ, 


BY, 


KG, 


KZ, 


MD, 


. RU, 


TJ, 


TM, 


AT, BE, 


BG, CH, 


CY, 


CZ, DE, DK, 






EE, 


ES, 


FI, 


FR, 


GB, 


. GR, 


HU, 


IE, 


IS, IT, 


LT, LU, 


MC, 


NL, PL, PT, 






RO, 


SE, 


SI, 


SK, 


TR, 


. BF, 


BJ, 


CF, 


CG, CI, 


CM, GA, 


GN, 


GQ, GW, ML, 






MR, 


NE, 


SN, 


TD, 


TG 
















EP 


170( 


3790 






Al 




20061011 




EP 2004- 


-801138 




20041202 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


, RO, 


MK, 


CY, 


AL, TR, 


BG, CZ, 


EE, 


HU, PL, SK, 






BA, 


HR, 


IS, 


YU 


















JP 


2007513095 




T 




20070524 




JP 2006- 


-541759 




20041202 


US 


20070078162 




Al 




20070405 




US 2006- 


-580962 




20060531 



PRIORITY APPLN. INFO. 



The present inventi 



elates to 



US 2003-725965 
CA 2003-2451798 
EP 2003-447279 
EP 2004-447001 
US 2004-752423 
CA 2004-2461248 
EP 2004-447066 
US 2004-803793 
EP 2004-25035 
JP 2004-349085 
US 2004-984683 
CA 2004-2487529 
WO 2004-BE172 
ethods of trea 



A2 20031202 

A 20031202 

A 20031202 

A 20040105 

A2 20040106 

A 20040318 

A 20040318 

A2 20040318 

A 20041021 

A 20041104 

A 20041109 

A 20041115 

W 20041202 
f the underlying 



dysregulation of the emotional functionality of mental disorders (i.e. 
affect instability-hyper sens it ivity-hyperaesthesia-dissociative 
phenomena-...) using compds . and compns. of compds . having D4 and/or 
5-HT2A antagonistic, partial agonistic or inverse agonistic activity. The 
invention also relates to methods comprising administering to a patient 
diagnosed as having a neuropsychiatric disorder a pharmaceutical composition 
containing (i) compds. having D4 antagonistic, partial agonistic or inverse 
agonistic activity and/or (ii) compds. having 5-HT2A antagonistic, partial 
agonistic or inverse agonistic, and/or (iii) any known medicinal compound 
and compns. of said compds. The combined D4 and 5-HT2A antagonistic, 
partial agonistic or inverse agonistic effects may reside within the same 
chemical or biol. compound or in two different chemical and/or biol. compds. 

combination can also be used to augment the therapeutic effect of or to 
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provide a faster onset of the therapeutic effect of a selective serotonin 
re-uptake inhibitor, a norepinephrine re-uptake inhibitor, an NK1 
antagonist, or a musculoskeletal disease-treating COX-2 inhibitor. 
Pharmaceutical compns. are also claimed. 
IT 177707-12-9, NKP608 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(as NK1 antagonist, augmenting therapeutic effect of; treating 
underlying dysregulation of emotional functionality of mental disorders 
using D4 and 5-HT2A antagonists, inverse agonists or partial agonists) 
RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 
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anxiolytic-like activity in Swiss-Webster mice exposed 
to the elevated plus-maze 
AUTHOR (S): Rodger s, R. J.; Gentsch, C; Hoyer, D.; Bryant, E . ; 

Green, A. J.; Kolokotroni, K. Z.; Martin, J. L. 
Behavioural Pharmacology Laboratory, School of 
Psychology, University of Leeds, Leeds, LS2 9JT, UK 
Behavioural Brain Research (2004), 154(1), 183-192 
CODEN: BBREDI; ISSN: 0166-4328 
Elsevier B.V. 
Journal 
English 

The selective non-peptide NK1 receptor antagonist NKP 608 has been shown 
to exert potent anxiolytic-like effects in the rat and gerbil social 
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interaction tests. In vitro binding of NKP 608 in cortical, striatal and 
rest-of-brain tissue samples from mice, rats and gerbils indicated 
comparable pIC50 values for rats and mice (in all three tissues) and only 
slightly higher values for gerbils. It would therefore be expected that 
doses previously found to produce anxiolytic-like effects in rats and 
gerbils would also be active in mice. The present study evaluated NKP 608 
in one of the most widely-used animal models of anxiety, the mouse 
elevated plus-maze. Two consecutive expts. were conducted in which the 
effects of NKP 608 (0.0003-10.0 mg/kg, p.o.) were compared to those 
produced by the prototypical benzodiazepine anxiolytic, chlordiazepoxide 
(CDP, 15 mg/kg, p.o.). Ethol. scoring methods were used to provide 
comprehensive behavioral profiles for each compound In both expts., acute 
CDP treatment resulted in significant anxioselective effects, i.e., redns. 
in measures of open arm avoidance without any alteration in general 
activity levels (closed arm entries and rearing) . Although the results of 
Experiment 1 (0.001-10.0 mg/kg NKP 608) suggested a weak anxiolytic-like action 
of NKP 608 at 0.001 mg/kg (significant increase in percent open arm 
entries), Experiment 2 failed both to replicate this effect or to find any 
behavioral activity at lower (0.0003 mg/kg) or higher (0.03 mg/kg) doses. 
Present findings suggest that the anxiolytic efficacy of this NK1 receptor 
antagonist may be test-specific and thus limited to particular subtypes of 
anxiety. These new data are also discussed in relation to the general 
difficulty of relating the behavioral profiles of NK1 receptor antagonists 
to their potency at NK1 receptors. 

IT 177707-12-9, NKP 608 

RL: PAC (Pharmacological activity); BIOL (Biological study) 

(NK1 receptor antagonist NKP 608 lacks anxiolytic-like activity in 
Swiss-Webster mice exposed to elevated plus-maze) 

RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl ] -2- 
[ (4-chlorophenyl) methyl ] -4-piper idinyl ] - (CA INDEX NAME) 

Absolute stereochemistry. 




Page 14 



10/524, 518 



REFERENCE COUNT: 



L4 ANSWER 6 OF 2 7 CA 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



WO 2004069138 
WO 2004069138 

W: AE, AG, AL, 
CN, CO, CR, 
GE, GH, GM, 
LK, LR, LS, 
RW: BW, GH, GM, 
BG, CH, CY, 
MC, NL, PT, 
GQ, GW, ML, 
CA 2509958 
EP 1594468 

R: AT, BE, CH, 
IE, SI, LT, 
BR 2004007181 
CN 1747720 
JP 2006516586 
CN 101091695 
US 20060269608 
PRIORITY APPLN. INFO.: 



GI 



84 THERE ARE 84 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

COPYRIGHT 2008 ACS on STN 
141:195319 CA 

Pharmaceutical solid dispersions 

Abu Shmeis-Ziadeh, Rama Ali; Kowalski, James; Krill, 

Steven L . ; Parthiban, Lakshman Jayanth; Wang, Zeren 

Novartis A.-G., Switz.; Novartis Pharma G.m.b.H. 

PCT Int. Appl., 2 4 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



KIND DATE APPLICATION NO. DATE 



A2 




20040819 




WO 2004- 


-EP925 




20040202 


A3 




20050106 














AM, 


AT, 


AU, 


AZ, 


BA, 


. BB, BG, 


BR, 


BW, 


BY, 


BZ, CA, CH, 


CU, 


CZ, 


DE, 


DK, 


DM, 


. DZ, EC, 


EE, 


EG, 


ES, 


FI, GB, GD, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, JP, 


KE, 


KG, 


KP, 


KR, KZ, LC, 


LT, 


LU, 


LV, 


MA, 


MD , 


MG, MK, 


MN, 


MW, 


MX, 


MZ, NA, NI 


KE, 


LS, 


MW, 


MZ, 


SD, 


. SL, SZ, 


TZ, 


UG, 


ZM, 


ZW, AT, BE, 


CZ, 


DE, 


DK, 


EE, 


ES, 


. FI, FR, 


GB, 


GR, 


HU, 


IE, IT, LU, 


RO, 


SE, 


SI, 


SK, 


IR, 


BF, BJ, 


CF, 


CG, 


CI, 


CM, GA, GN, 


MR, 


NE, 


SN, 


TD, 


TG 












Al 




20040819 




CA 2004- 


•2509958 




20040202 


A2 




20051116 




EP 2004- 


■707211 




20040202 


DE, 


DK, 


ES, 


FR, 


GB, 


. GR, IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 


LV, 


FI, 


RO, 


MK, 


CY, 


. AL, TR, 


BG, 


CZ, 


EE, 


HU, SK 


A 




2006 


0207 




BR 2004- 


-7181 






20040202 


A 




20060315 




CN 2004- 


■80003467 




20040202 


T 




20060706 




JP 2006- 


-501700 




20040202 


A 




20071226 




CN 2007- 


-10135956 




20040202 


Al 




20061130 




US 2006- 


-543J8 


!9 




20060503 












US 2003- 


-444602P 




P 20030203 












CN 2004- 


-80003467 




A3 20040202 












WO 2004- 


-EP925 




W 20040202 












WO 2004- 


-ES925 




W 20040202 



Page 15 



10/524, 518 



0 



l-l 



Me 




Ph 



I 



AB The present invention provides processes for making and forms of solid 

dispersions of pharmaceutical active ingredients. Solid dispersions were 
prepared from the amorphous form of TKA 731 (I) and PVP and glass transition 
temperature determined 

IT 177707-12-9, NKP 608 

RL: PEP (Physical, engineering or chemical process); PRP (Properties); PYP 
(Physical process); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(pharmaceutical solid dispersions) 
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CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl ] -2- 
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AB A pharmaceutical composition in the form of a solid dispersion comprises a 
piperidine substance P antagonist and a carrier. The carrier preferably 
comprises a water-soluble polymer or a cyclodextrin and the composition may 
comprise a surfactant and/or a filler. The piperidine substance P 
antagonist is preferably a N-benzoyl-2-benzyl-4- 

(azanaphthoylamino) piperidine . The composition is preferably for oral 
administration and is useful for the treatment and prevention of CNS 
disorders, , depression, social phobia, or respiratory diseases, , asthma 
and chronic bronchitis. A solid dispersion contained I and HPMC . 
IT 177707-12-9 

RL: PKT (Pharmacokinetics); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(solid dispersion comprising a piperidine substance P antagonist and a 
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carrier) 
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CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
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Absolute stereochemistry. 
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AB N- [3, 5-Bis (trif luoromethyl) benzoyl] -2-benzyl-4- 

(quinolinoylamino)piperidines I [Y = :N, :N(0); R = OH when Y = :N; R = H, 
when Y = :N(0); Rl = (un) substituted Ph] were prepared for use as substance 
P antagonists (no data) . Thus, I [Y = N, R = H, Rl = 4-C1C6H4] was 
oxidized to I [Y = :N(0), R = H, Rl = 4-C1C6H4] with 3-C1C6H4C020H . 

IT 177707-12-9 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of aroylpiperidines as substance P antagonists) 

RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N-[(2R,4S)-l-[3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 674780-76-8P 674780-77-9P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 

study); PREP (Preparation); USES (Uses) 

(preparation of aroylpiperidines as substance P antagonists) 
RN 674780-76-8 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[( 4-chlorophenyl) methyl] -4-piper idinyl ] -, 1-oxide (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 674780-77-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ ( 4-chlorophenyl) methyl] -4-piper idinyl ] -1 , 2-dihydro-2-oxo- (CA INDEX 
NAME) 

Absolute stereochemistry. 
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TITLE: Evaluation of the anxiolytic-like effect of NKP608, a 

NKl-receptor antagonist, in two rat strains that 
differ in anxiety-related behaviors 
AUTHOR (S) : Vendruscolo, Leandro F . ; Takahashi, Reinaldo N . ; 

Brueske, Gustavo R.; Ramos, Andre 
Embriologia e Genetica, Departamento de Biologia 
Celular, Laboratorio de Genetica do Comportamento, 
Universidade Federal de Santa Catarina, Florianopolis, 
88.040-900, Brazil 

Psychopharmacology (Berlin, Germany) (2003), 170(3), 
287-293 

CODEN: PSCHDL; ISSN: 0033-3158 
Springer-Verlag 
Journal 
English 

Rationale: NKP608, a selective NK1 receptor antagonist, has been shown to 
produce anxiolytic-like effects in rodents tested in different anxiety 
models. However, most of these findings are based on social behaviors 
and, to our knowledge, there is no report concerning the effects of NKP608 
in the elevated plus-maze (EPM) and the open field (OF) , two classical 
models of anxiety/emotionality. Moreover, this compound has never been 
tested in rodent strains that display contrasting levels of 
anxiety-related behaviors. Objectives: To investigate the anxiolytic-like 
effects of NKP608 in Lewis and SHR inbred rats, proposed as a genetic 
model of anxiety for showing high and low indexes of anxiety, resp. 
Methods: Lewis and SHR rats of both sexes were tested in the EPM and OF 
tests following acute administration of NKP608 (0.003, 0.03 or 0.3 mg/kg) 
or chlordiazepoxide (CDZ, 5 mg/kg). Measures of approach/avoidance 
towards the open arms of the EPM and the central area of the OF were used 
as indexes of anxiety. Results: All doses of NKP608 produced 
anxiolytic-like effects, similar to those of CDZ, in SHR males tested in 
the OF but not in the EPM. Conversely, this compound had a partial 
anxiolytic effect in LEW males (and, to a lower degree, in SHR females) in 
the EPM, but not in the OF. LEW females were unaffected following all 
Pharmacol, treatments. Conclusions: These findings indicate that the 
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anxiety-related effects of NKP608 are strain-, sex- and test-dependent. 
Moreover, the present data confirm and extend the therapeutic potential of 
NK1 receptor antagonists for the treatment of anxiety. 
IT 177707-12-9, NKP608 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(anxiolytic effects of NKP608, a NKl-receptor antagonist, in two rat 
strains that differ in anxiety-related behaviors) 
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CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 
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140:229004 CA 

Effect of a novel NK1 receptor selective antagonist 
(NKP608) on citric acid induced cough and airway 
obstruction 

El-Hashim, A. Z.; Wyss, D . ; Lewis, C. 
Respiratory Disease Therapeutic Area, Department of 
Pharmacology, Novartis Horsham Research Centre, West 
Sussex, Horsham, UK 

Pulmonary Pharmacology & Therapeutics (2004), 17(1), 
11-18 

CODEN: PPTHFJ; ISSN: 1094-5539 
Elsevier Science B.V. 
Journal 
English 



The effects of an orally administered novel and selective NK1 antagoni 
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NKP608, on cough and airway obstruction, induced by citric acid in guinea 
pigs, were investigated. Guinea pigs were pre-treated with 0.03, 0.3 and 
1 mg kg-1 of NKP608, the NK2 antagonist, SR48968 or both 2 h prior to 
challenge with citric acid (0.6 M) for a 10 min period. Guinea pigs 
pre-treated with 0.03, 0.3 and 1 mg kg-1 of NKP608 exhibited a significant 
reduction of 77, 74 and 79%, resp., in the nos. of cough compared to vehicle 
pre-treated animals (P<0.05). SR48968, 10 mg kg-1, alone did not 
significantly affect the citric acid-induced cough but when 
co-administered with 1 mg kg-1 of NKP608, there was a significant 90% 
reduction in cough. NKP608 did not significantly reduce the citric 
acid-induced increase in Penh at any of the doses used. SR48968 
significantly reduced the citric acid induced airway obstruction by about 
50%. However, when SR48968 was co-administered with NKP608, there was a 
greater (73%) decrease in the airway obstruction compared with SR48968 
alone. These data show that NKP608, a selective NK1 receptor antagonist, 
is a potent inhibitor of citric acid induced cough in guinea pigs and may 
therefore have value in the therapy of clin. cough. 

IT 177707-12-9, NKP608 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(effect of a novel NK1 receptor selective antagonist (NKP608) on citric 
acid induced cough and airway obstruction) 
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CN 4-Quinolinecarboxamide, N-[(2R,4S)-l-[3, 5-bis (trif luoromethyl ) benzoyl] -2- 
[( 4-chlorophenyl) methyl] -4-piper idinyl ] - (CA INDEX NAME) 

Absolute stereochemistry. 
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Troubleshooting LC-MS/MS methods for the bioanalysis 
of drugs: some typical problems and solutions 
Majumdar, T.; Bakhtiar, R.; Wu, S . ; Winn, D . ; Tse, F. 
Department of Drug Metabolism & Pharmacokinetics, 
Novartis Pharmaceuticals Corporations, East Hanover, 
NJ, 07936, USA 

Advances in Mass Spectrometry (2001), 15, 681-682 
CODEN: AMSPAH; ISSN: 0568-000X 
John Wiley & Sons Ltd. 
Journal 
English 

AB The increased selectivity and speed available in LC/MS/MS makes it an 

attractive alternative for pharmaceutical research and development. New 
technologies for sample preparation and chromatog. separation are now 

available for 

rapid bioassays. The problems typical of method development for 
high-throughput anal, of complex biomatrices were addressed. The test 
drug used for the study was NKP 608 and its metabolites. 

IT 177707-12-9, NKP 608 

RL: ANT (Analyte); ANST (Analytical study) 

(test drug; troubleshooting LC-MS/MS methods for bioanal. of drugs) 
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[ (4-chlorophenyl)methylJ -4-piper idinyl J - (CA INDEX NAME) 
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SOURCE: Neuropharmacology (2003), 45(2), 231-241 

CODEN: NEPHBW; ISSN: 0028-3908 

PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Extensive screening of compound libraries was undertaken to identify compds . 
with high affinity for the rat NK1 receptor based on inhibition of 
[1251] -substance P binding. RP67580, SR140333, NKP-608 and GR205171 were 
selected as compds. of interest, with cloned rat NK1 receptor binding Ki 
values of 0.15-1.9 nM. Despite their high binding affinity, NKP-608 and 
GR205171 exhibited only a moderate functional antagonism of substance 
P-induced inositol-l-phosphate accumulation and acidification rate at 1 
(iM using cloned or native rat NK1 receptors in vitro. The ability of 
the compds. to penetrate the CNS was determined by inhibition of NK1 
agonist-induced behaviors in gerbils and rats. GR205171 and NKP-608 
potently inhibited GR73632-induced foot drumming in gerbils (ID50 0.04 and 
0.2 mg/kg i.v., resp.). In contrast, RP67580 and SR140333 were poorly 
brain penetrant in gerbils (no inhibition at 10 mg/kg i.v.) and were not 
examined further in vivo. In rats, only high doses of GR205171 (10 or 30 
mg/kg s.c.) inhibited NK1 agonist-induced sniffing and hypertension, while 
NKP-608 (1 or 10 mg/kg i.p.) was without effect. GR205171 (3-30 mg/kg 
s.c.) caused only partial inhibition of separation-induced vocalisations in rat 
pups, a response that is known to be NK1 receptor mediated in other 
species. These observations demonstrate the shortcomings of currently 
available NK1 receptor antagonists for rat psychopharmacol . assays. 

IT 177707-12-9, NKP-608 

RL: PAC (Pharmacological activity); BIOL (Biological study) 

(functional blockade of rat substance P (NK1) receptors by GR205171, 
RP67580, SR140333 and NKP-608) 
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AB The present inventi 




elates to a method for correlatii 


ig , 


single 



nucleotide polymorphisms in the preprotachykinin (NKNA) gene with the 
efficacy and compatibility of a pharmaceutically active compound 
administered to a human being. The invention further relates to a method 
for determining the efficacy and compatibility of a pharmaceutically active 
compound administered to a human being which method comprises determining at 

least 

one single nucleotide polymorphism in the NKNA gene. Said methods are 
based on determining specific single nucleotide polymorphisms in the NKNA gene 
and determining the efficacy and compatibility of a pharmaceutically active 
compound in the human by reference to polymorphism in NKNA. The invention 
further relates to isolated nucleic acids comprising within their sequence 
the polymorphisms as defined herein, to nucleic acid primers and 
oligonucleotide probes capable of hybridizing to such nucleic acids and to 
a diagnostic kit comprising one or more of such primers and probes for 
detecting a polymorphism in the NKNA gene, to a pharmaceutical pack 
comprising neurokinin-1 (NK-1) receptor antagonists and instructions for 
administration of the drug to human beings tested for the polymorphisms as 
well as to a computer readable medium with the stored sequence information 
for the polymorphisms in the NKNA gene. 
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antagonist, in the social investigation test in 
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lective and orally active non-peptidic neurokinin- 
t for which anxiolytic- and antidepressant-like 
bed in various animal models in rats. Since 



species differences have been reported for some NKl-receptor antagonists, 
NKP608 was tested here in the social investigation test in gerbils, in a 
species in which the NKl-receptor is close to the human receptor. NKP608 
(0.01 to>0.3 mg/kg p.o.) increased the time investigating the 
partner comparable to that seen following treatment with chlordiazepoxide 
(7 mg/kg p.o.), thus clearly indicating that NKP608 also has a robust 
anxiolytic effect in the social investigation test in gerbils. Such 
findings are in line with previous data obtained in rats, extend them to 
gerbils and corroborate the potential of NKP608 (and other representatives 
of the class of NKl-receptor antagonists) as new therapeutic agents 
beneficial in psychiatric disorders such as anxiety and/or depression. 
177707-12-9, NKP608 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
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CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 
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Objective: To examine whether NKP608, a novel l-benzoyl-2-benzyl-4- 
aminopiperidine NK1 receptor antagonist, inhibits substance P (SP) -induced 
airway plasma protein exudation in vivo. Material: Anesthetized English 
shorthair guinea-pigs and Wistar rats. Treatment: Tachykinin peptides 
were applied topically onto the trachea and antagonists administered i.v. 
Methods: Tracheal segments isolated in situ were perfused with saline and 
plasma-derived protein assayed in the perfusate. Results: SP (1 |uM) 
caused plasma protein exudation, which was abolished by an NK1 antagonist 
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(RP 67580, 1.75 nmol/kg) but unaffected by an NK2 antagonist (SR 48968, 
1.75 (imol/kg) indicating the response is NKl-receptor-mediated . This 
was confirmed with a response to an NK1 agonist ([Sar9, Met (02 ) 1 1 ] -SP, 1 
HM) but none to an NK2 agonist ( [PAla8] -neurokinin A(4-10), 1 
|uM) . NKP608 inhibited SP responses with estimated ID50 values ((imol/kg) 
of 0.0044 (guinea-pigs) and 0.19 (rats). Conclusion: NKP608 is an 
antagonist in vivo of NK1 receptor-induced tracheal plasma protein 
exudation and is more potent in guinea-pigs than rats. 
IT 177707-12-9, NKP608 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
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AB Use of an NK-1 receptor antagonist for the treatment or prevention of 
benign prostatic hyperplasia (BPH) is claimed. The preferred NK-1 
receptor antagonists are compds . of the general formula [I; R = H, alkyl, 
alkoxy, halo, CF3; Rl = H, halo; RR1 = CH:CHCH:CH; R2, R21 = H , halo , 
CF3, alkyl, alkoxy, cyano; R2R21 = CH:CHCH:CH, optionally substituted by 



Page 31 



10/524, 518 



1-2 alkyl, halo, alkoxy; R3 = H, alkyl; R3R3C = cycloalkyl; R4 = H, 
N(R5)2, NR5(CH2)nOH, cyclic tertiary amine, etc.; X = CONR5, (CH2)pO, 
NR5(CH2)p, etc.; R5 = H, cycloalkyl, Ph, PhCH2, alkyl; n = 0-4; p = 1-3]. 
Preferred compds . are 2- ( 3 , 5-bis-trif luoromethyl-phenyl ) -N-methyl-N- ( 6- 
morpholin-4-yl-4-o-tolyl-pyridin-3-yl) isobutyramide, 3- (3, 5-bis- 
trif luoromethyl-phenyl ) -N-methyl-N- [6- ( 4-methyl-piperazin-l-yl )-4-o-tolyl- 
pyridin-3-yl] isobutyramide, 2- (3, 5-bis-trif luoromethyl-phenyl ) -N- [6- (1,1- 
dioxo-1^6-thiomorpholin-4-yl ) -4-o-tolyl-pyridin-3-yl ] -N- 

methylisobutyramide, and 2- (3, 5-bis-trif luoromethylphenyl ) -N- [6- (1, 1-dioxo- 
1^6-thiomorpholin-4-yl ) -4- ( 4-f luoro-2-methyl-phenyl ) -pyr idin-3-yl ] - 
N-methylisobutyramide . Thus, 2- [3, 5-bis ( tr if luoromethyl ) phenyl ] -N-methyl- 
N- ( 6-thiomorpholin-4-yl-4-o-tolylpyridin-3-yl ) isobutyramide (preparation given) 
oxone were stirred 2 days at room temperature to give 2- (3, 5-bis- 
trif luoromethylphenyl ) -N- [6- (1, l-dioxo-l?^6-thiomorpholin-4-yl) -4-o- 
tolylpyridin-3-yl] -N-methylisobutyramide. 2- (3, 5- 

Bistr if luoromethylphenyl ) -N-methyl-N-methyl-N- ( 6-morpholin-4-yl-4-o- 
tolylpyridin-3-yl) isobutyramide at 60 mg/kg/day orally in dogs reduced 
prostate weight by 58% after 39 wk . 
IT 177707-12-9, NKP608 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(preparation and use of amides as NK-1 receptor antagonists against benign 
prostatic hyperplasia) 
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CN 4-Quinolinecarboxamide, N- [ ( 2R, 4S ) -1- [3 , 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl) methyl ] -4-piper idinyl ] - (CA INDEX NAME) 
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of stress-induced hyperthermia in singly housed mice 
using classical and candidate anxiolytics (LY314582, 
MPEP and NKP608) 

AUTHOR(S): Spooren, Will P. J. M. ; Schoeffter, Philippe; 

Gasparini, Fabrizio; Kuhn, Rainer; Gentsch, Conrad 
CORPORATE SOURCE: Nervous System Research, Novartis Pharma AG, Basel, 
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PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The stress-induced hyperthermia test is a paradigm developed several years 
ago to model the expression of autonomic hyperactivity in anxiety. 
Whereas in the classical stress-induced hyperthermia, cohort removal was 
used, in a recently described modification of the stress-induced 
hyperthermia model singly housed mice rather than groups of mice were 
used. The modification of this model can be summarized as follows: rectal 
temperature is recorded in singly housed animals at two consecutive time-points 
(Tl and T2) which are interspaced by a defined time-interval (15 min). 
Since the value at the second temperature-recording exceeds the value of the 
initial measure it is the difference between these two core-temps, which 
reflects stress-induced hyperthermia. In the present study, the 
stress-induced hyperthermia paradigm, in its modified design, was 
evaluated in OF1/IC mice. By comparing the effect of various compds . in 
both the modified as well as the classical (cohort removal) stress-induced 
hyperthermia paradigm, a very high correlation was found for the 
Pharmacol, sensitivity of the two paradigms. Furthermore, it was 
demonstrated that other anxiolytics, all known to be active in the 
classical stress-induced hyperthermia paradigm, such as the 
benzodiazepines chlordiazepoxide (0.3, 1, 3, 10 mg/kg, p.o.), diazepam 
(0.1, 0.3, 1, 3 mg/kg, p.o.), clobazam (5 or 10 mg/kg, p.o.) and oxazepam 
(5 or 10 mg/kg, p.o.) as well as the non-benzodiazepines buspirone (7.5 or 
15 mg/kg, p.o.) and ethanol (15% or 30%, 10 mL/kg, p.o.), showed a marked 
reduction in stress-induced hyperthermia in the modified design. New 
candidate anxiolytics, i.e. the metabotropic glutamate (mGlu) receptor 
group 2 agonist LY314582 (1 or 10 mg/kg, p.o.; racemic mixture of LY354740 
( (2S, 4S) -2-amino-4- (4, 4-diphenylbut-l-yl ) -pentane-1 , 5-dioic acid) ) , the 
metabotropic glutamate 5 receptor antagonist MPEP (1, 7.5, 15 or 30 mg/kg, 
p.o.; 2-methyl-6- (phenylethynyl ) pyridine ) and the neurokinin 1 (NK1) 
receptor antagonist NKP608 (0.01 or 0.1 mg/kg, p.o.; quinoline-4- 
carboxylic acid [trans- (2R, 4S ) -1- ( 3 , 5-bis-tr if luoromethyl-benzoyl ) -2- ( 4- 
chloro-benzyl ) -piperidin-4-yl ] -amide) also reduced stress-induced 
hyperthermia in the modified paradigm clearly indicating anxiolytic-like 
activity for these compds. Finally, the effects of the classical 
benzodiazepine chlordiazepoxide (10 mg/kg, p.o.), in parallel with its 
effect on stress-induced hyperthermia, were also investigated for its 
effect on plasma concns. of the two stress hormones, ACTH (ACTH) and 
corticosterone . It was shown that all three parameters were significantly 
increased 15 min after Tl in vehicle-treated mice whereas the increase was 
significantly attenuated following pre-treatment with chlordiazepoxide. 
In conclusion, all the data presented here indicate that the modified 
version of the stress-induced hyperthermia-paradigm is a valid and 
interesting alternative to the classical stress-induced hyperthermia test. 
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AB Methods are provided for treating hot flashes and symptoms of hormonal 
variation in a patient, which methods include providing a tachykinin 
receptor antagonist and administering the tachykinin receptor antagonist 
to a patient experiencing a symptom of hormonal variation under conditions 
effective to treat the symptom of hormonal variation, which symptoms of 
hormonal variation can include hot flashes. 
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RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 
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AB A treatment for brain, spinal, and nerve injury comprises use of a 

substance P receptor antagonist optionally in combination with a magnesium 
compound Also provided is a formulation for use in the treatment comprising 
a substance P receptor antagonist and a magnesium compound 

IT 177707-12-9, NKP608 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(substance P receptor antagonist and optional magnesium compound for 
treatment of brain, spinal and nerve injury) 
RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 



Page 3 7 



10/524, 518 




REFERENCE COUNT: 



THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 2 0 OF 2 7 
ACCESSION NUMBER: 
TITLE: 



CORPORATE SOURCE 
SOURCE: 

PUBLISHER: 

DOCUMENT TYPE: 

LANGUAGE : 

AB NKP6 0 8 is a 
selective 
receptor both 
bovine retina 



CA COPYRIGHT 2008 ACS on STN 
134:247147 CA 

NKP608: a selective NK-1 receptor antagonist with 
anxiolytic-like effects in the social interaction and 
social exploration test in rats 

Vassout, A.; Veenstra, S . ; Hauser, K.; Ofner, S . ; 
Brugger, F . ; Schilling, W.; Gentsch, C. 
Nervous System, Research, Pharma Novartis AG, Basel, 
CH-4002, Switz. 

Regulatory Peptides (2000), 96(1-2), 
CODEN: REPPDY; ISSN: 0167-0115 
Elsevier Science Ireland Ltd. 
Journal 
English 

peptidic derivative of 4-aminopiper 
specific and potent antagonist at the neurokin 
\n vitro and in vivo, 
as characterized by an IC50 of 



-16 



which acts as a 
(NK-1) 

the binding of NKP608 to 
nM, whereas the 



compound affinity to other receptor binding sites, including NK-2 and NK-3, 
was much lower. Species differences in IC50 values with NKP608 were less 
pronounced than with previously described NK-1 receptor antagonists, being 
13±2 and 27±2 nM in gerbil midbrain and rat striatum, resp. In 
vivo, using the hind foot thumping model in gerbils, NKP608 exhibited a 
potent NK-1 antagonistic activity following oral administration (ID50=0.23 
mg/kg; 2 h pretreatment ) , supporting a central activity of NKP608. The 
compound had a long duration of action with an ID50 value of 0.15 mg/kg p.o. 
and 0.38 mg/kg p.o. following a pretreatment of 5 and 24 h, resp. 
Following a subchronic administration for 7 consecutive days (once daily) 
there was no evidence for the development of tolerance or accumulation. 
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In the social interaction test performed in a highly illuminated, 
unfamiliar test arena, NKP608 specifically increased the time the two rats 
spent in social contact, and there was no concomitant increase in 
parameters reflecting general activity, i.e. ambulation (number of square 
entries) or the number of rearings. Active social time was maximally 
increased at a dose range of 0.01-1 mg/kg p.o. NKP608, the effect being 
weaker or absent at both lower (0.001 mg/kg p.o.) and higher (10 mg/kg 
p.o.) doses. A comparable bell-shaped dose-response relation was seen in 
the social exploration test in rats. In this modified resident/intruder 
paradigm, maximal increase in social contact of the intruder rat directed 
towards the resident rat was seen at a similar dose range (0.03-3 mg/kg 
p.o.). tests. The effects observed following an acute oral administration of 
NKP608 were comparable to those seen following a treatment with the 
well-known benzodiazepine, chlordiazepoxide . These findings indicate that 
the drug exhibits an anxiolytic-like effect and that this effect, as 
concluded from the observed antagonism of the hind foot thumping induced by 
i.c.v. administration of the NK-1 receptor agonist SPOMe, is centrally 
mediated. This makes this compound a potentially promising candidate for 
treating anxiety-related disorders in humans. 
IT 177707-12-9, NKP608 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(NKP608: selective NK-1 receptor antagonist with anxiolytic-like 
effects in social interaction and social exploration tests) 
RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl] -2- 
[ (4-chlorophenyl) methyl ] -4-piper idinyl ] - (CA INDEX NAME) 

Absolute stereochemistry. 




CF 3 
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antidepressant-like effect in the chronic mild stress 
model of depression in rats 

AUTHOR(S): Papp, M. ; Vassout, A.; Gentsch, C. 

CORPORATE SOURCE: Institute of Pharmacology, Polish Academy of Sciences, 

Krakow, 31-343, Pol. 
SOURCE: Behavioural Brain Research (2000), 115(1), 19-23 

CODEN: BBREDI; ISSN: 0166-4328 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The chronic mild stress (CMS) model of depression was used to study the 
potential antidepressant-like activity of NKP608, a non-peptidic, 
specific, potent and orally active NK1 receptor antagonist. In this 
model, a substantial decrease in consumption of a 1% sucrose solution is 
observed in rats continuously subjected to a variety of mild stressors. Thi 
effect can be reversed by chronic administration of various classes of 
antidepressant drugs. Chronic, oral treatment with NKP608 (once daily for 
5 wk) gradually reversed CMS-induced redns. in sucrose consumption and, 
the magnitude of this effect was comparable to that observed following 
administration of imipramine (10 mg/kg). The time-course of action of 
NKP608 in the CMS model was dose-dependent. At the dose of 0.03 mg/kg, 
NKP608 caused a full reversal of the CMS-induced deficit in sucrose 
consumption after 4 wk of treatment (comparable to 5 wk required for 
imipramine) , while only 1 wk of treatment was required in the group 
receiving the dose of 0.1 mg/kg NKP608. Lower (0.003 mg/kg) and higher 
(1.0 mg/kg) doses of the compound were ineffective. These results suggest 
that NKP608 has antidepressant-like properties in the CMS model in rats; 
the effect was comparable to conventional drugs, but the onset of action 
was faster than with the representative tricyclic antidepressant 
imipramine . 

IT 177707-12-9, NKP608 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(the NKl-receptor antagonist NKP608 has an antidepressant-like effect 
in the chronic mild stress model of depression in rats) 
RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ ( 2R, 4S ) -1- [ 3 , 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 



Page 40 



10/524, 518 




REFERENCE COUNT: 



THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 22 OF 27 
ACCESSION NUMBER: 
TITLE: 

AUTHOR (S) : 
CORPORATE SOURCE: 



COPYRIGHT 2008 ACS on STN 
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NKP608, an NK1 receptor antagonist, has an anxiolytic 
action in the social interaction test in rats 
File, Sandra E. 

Psychopharmacology Research Unit, Centre for 
Neuroscience, GKT School of Biomedical Sciences, 
King's College London, London, SE1 1UL, UK 
Psychopharmacology (Berlin) (2000), 152(1), 105-109 
CODEN: PSCHDL; ISSN: 0033-3158 
Springer-Verlag 
Journal 
English 

idence is starting to accumulate that NK1 receptor 
.ight have anxiolytic effects in animal tests and in patients. 
Objective: To examine the effects of NKP608, a substance P antagonist 
acting at NK1 receptors, in various conditions of the social interaction 
test of anxiety and to determine its effects after 3 and 6 wk of treatment. 
Methods: Rats were tested after vehicle, 0.01 or 0.1 mg/kg PO in three 
conditions of the social interaction test that varied in the level of 
anxiety generated. Thus pairs of rats were tested in an arena with which 
they were unfamiliar that was lit by high (HU) or low (LU) light and in 
the condition that generated the lowest level of anxiety, i.e. an arena 
with which they were familiar, lit by low light (LF) . They were also 
tested after 3 and 6 wk of treatment with 0.03 mg/kg and after 24 h 
withdrawal from these chronic treatments. Results: NKP608 had significant 
anxiolytic effects at 0.01, 0.03 and 0.1 mg/kg PO in the HU and LU test 
conditions, but was without effect in the LF condition, except for an 
increased incidence of bite attacks at 0.1 mg/kg. The anxiolytic effect 



SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB Rationale: 
antagonists 
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of 0.03 mg/kg remained after 3 wk of chronic treatment and there was no 
anxiogenic effect after 24 h of drug withdrawal. Following 6 wk of 
chronic treatment (0.03 mg/kg per day), tolerance had developed, but no 
anxiogenic withdrawal effect was seen 24 h after the last dose. 
Conclusions: These results provide further evidence that substance P may 
play a role in mediating states of anxiety and suggest that the selective 
NK1 receptor antagonist NKP608 may prove a useful anxiolytic compound 
IT 177707-12-9, NKP 608 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(NKP608, an NK1 receptor antagonist, has an anxiolytic action in the 
social interaction test in rats) 
RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 
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MARPAT 132:199049 




AB The invention relates to the pharmaceutical use of specific substance P 

antagonists, in particular 1-acylpiperidine substance P antagonists, especially 
N-benzoyl-2-benzyl-4- (azanaphthoylamino)piperidines (I; wherein X and Y 
are each independently of the other N and/or CH and the ring A is 
unsubstituted or mono- or poly-substituted by substituents selected from 
the group consisting of lower alkyl, lower alkoxy, halogen, nitro and 
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trif luoromethyl ) ; and pharmaceutically acceptable salts thereof for 
treatment of chronic fatigue syndrome (CFS) in the absence of serotonin 
agonist/selective serotonin re-uptake inhibitory therapy, or for the 
treatment of fibromyalgia or associated functional symptoms. A film-coated 
tablet contained (2R, 4S)-N- [1- (3 , 5-bistrif luoromethylbenzoyl ) -2- ( 4- 
chlorobenzyl ) piperidin-4-yl] quinolin-4-carboxamide 100.0, lactose 100.0, 
corn starch 70.0, talc 60.0, calcium stearate 1.5, hydroxypropyl Me 
cellulose 2.36, and shellac 0.64 mg. 
IT 177707-10-7 177707-12-9 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(pharmaceutical compns. containing specific substance P antagonists for 
treatment of chronic fatigue syndrome and fibromyalgia) 
RN 177707-10-7 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
(phenylmethyl) -4-piperidinyl ] - (CA INDEX NAME) 

Absolute stereochemistry. Rotation ( + ) . 




CF 3 



RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ ( 2R, 4S ) -1- [3 , 5-bis (trif luoromethyl) benzoyl] -2- 
[( 4-chlorophenyl) methyl] -4-piperidinyl] - (CA INDEX NAME) 

Absolute stereochemistry. 
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Microemulsion comprising , 
antagonist and its use . 



1-acyl-piperidine Substance : 



. piperidine, 

the treatment of CNS disorders, e.g. depression 
and social phobia, and respiratory diseases, e.g. asthma and chronic 
bronchitis are claimed. A microemulsion containing ( 2R, 4S ) -N- ( 1- ( 3 , 5- 
bis (trif luoromethyl ) -benzoyl ) -2- ( 4-chlorobenzyl ) -4 -piper idinyl ) -quinoline- 
4-carboxamide 5.0, Cremophor RH40 232.0, propylene glycol 46.5, refined 
corn oil 185.0, ethanol 52.0, DL-a-tocopherol 0.5% was prepared and 
filled into hard gelatin capsules and sealed. 
IT 177707-12-9 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(microemulsion preconcs. containing piperidine Substance P antagonist) 
RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 



Page 46 



10/524, 518 




REFERENCE COUNT: 



THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSWER 25 OF 2 7 CA COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



128:93188 CA 

Preparation and formulation of substituted 
piperidineamines as p antagonists for treating social 
phobia 

Struck, Michael; Vassout, Annick; Katz, Richard; 
Bennett, Deborah; Kramer, Lynn; Hauser, Kathleen 
Novartis A.-G., Switz.; Struck, 
Annick; Katz, Richard; Bennett, 
Hauser, Kathleen 
PCT Int. Appl., 69 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



Michael; Vassout, 
Deborah; Kramer, Lynn; 



PATENT NO. 



APPLICATION NO. 



WO 


9745119 






Al 




19971204 




WO 1997- 


-EP2481 




19970515 




W: 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, BB, 


BG 


BR, BY 


CA, CH, 


CN, 


CU 


CZ, DE 






DK, 


EE, 


ES, 


FI, 


GB, 


GE, GH, 


HU 


IL, IS 


JP, KE, 


KG, 


KP 


KR, KZ 






LC, 


LK, 


LR, 


LS, 


LT, 


LU, LV, 


MD 


MG, MK 


MN, MW, 


MX, 


NO 


NZ, PL 






PT, 


RO, 


RU, 


SD, 


SE, 


SG, SI, 


SK 


TJ, TM 


TR, TT, 


UA, 


UG 


US, UZ 






VN, 


YU, 


AM, 


AZ, 


BY, 


KG, KZ, 


HE) 


RU, TJ 


TM 










RW: 


GH, 


KE, 


LS, 


MW, 


SD, 


SZ, UG, 


AT 


BE, CH 


DE, DK, 


ES, 


FI 


FR, GB 






GR, 


IE, 


IT, 


LU, 


MC, 


NL, PT, 


SE 


BF, BJ 


CF, CG, 


CI, 


CM 


GA, GN 






ML, 


MR, 


NE, 


SN, 


TD, 


TG 














AU 


9728982 






A 




19980105 




AU 1997- 


-28982 




19970515 



Page 47 



10/524, 518 



PRIORITY APPLN. INFO.: US 1996-18336P P 19960524 

WO 1997-EP2481 W 19970515 

OTHER SOURCE(S): MARPAT 128:93188 

GI 



Rl — N 
R2 — Xl 



R3 

-x2 — N — x3 — r4 



AB The invention relates to the use of substituted piperidineamines I or of a 
pharmaceutically utilizable salt thereof, in which Rl is an unsubstituted 
or substituted aralkyl, aryloxyalkyl, heteroaralkyl , aroyl, heteroaroyl, 
cycloalkylcarbonyl, aralkanoyl, heteroarylalkanoyl , aralkoxycarbonyl or 
arylcarbamoyl radical or the acyl radical of an a-amino acid which 
is unsubstituted or N-substituted by lower alkanoyl or 
carbamoyl-lower-alkanoyl ; R2 is cycloalkyl or an unsubstituted or 
substituted aryl or heteroaryl radical; R3 is hydrogen, alkyl, carbamoyl 
or an alkanoyl or alkenoyl radical which is unsubstituted or substituted 
by carboxyl or esterified or amidated carboxyl; R4 is an unsubstituted or 
substituted aryl or unhydrogenated or partially hydrogenated heteroaryl 
radical; XI is methylene, ethylene, a direct linkage, a carbonyl group 
which may be ketalized, or an unetherified or etherified hydroxymethylene 
group; X2 is alkylene, carbonyl or a direct linkage; and X3 is carbonyl, 
oxo-lower-alkylene, oxo (aza) -lower-alkylene or an alkylene radical which 
is unsubstituted or substituted by Ph, hydroxymethyl, carboxyl which may 
be esterified or amidated, or by hydroxyl in a position higher than 
a; for producing pharmaceutical products for the treatment of social 
phobia. Thus, the preparation and formulation of ( 2R, 2S ) -2-benzyl-l- ( 2- 
naphthoyl ) -N- ( 4-quinolylmethyl ) -4-piperidineamine as p antagonists for 
treating social phobia, are reported. 

IT 177707-10-7P 177707-12-9P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation and formulation of substituted piperidineamines as p 
antagonists for treating social phobia) 

RN 177707-10-7 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl ) benzoyl] -2- 
(phenylmethyl) -4-piperidinyl ] - (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl)methyl]-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 
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PhCH2 
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AB Novel 2-benzyl-4-aminopiperidines have been shown to be potent and 

selective antagonists at the NK1 receptor. Some compds . of this series, 
e.g. CGP-492823 (I), show CNS activity after oral administration. 

IT 181317-57-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); BIOL (Biological 
study) ; PREP (Preparation) 



(preparation and structure activity relations of benzylaminopiperidine NK1 
receptor antagonists) 
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CN 4-Quinolinecarboxamide, N- [1- [3, 5-bis (trif luoromethyl ) benzoyl] -2- 

(phenylmethyl) -4-piperidinyl ] -1, 2-dihydro-2-oxo-, trans-(+)- (9CI) (CA 

INDEX NAME) 

Rotation (+) . Absolute stereochemistry unknown. 
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AB The title compds . [I; ring A is (un) substituted; X, Y = N, CH] , useful as 
substance P antagonists (no data) for the treatment of substance P-induced 
diseases (no data), are prepared and I-containing formulations presented. 

Thus, 

ammonium 4-quinazolinecarboxylate was reacted with ( 2R, 4S ) -1- ( 3 , 5- 
bistrif luoromethylbenzoyl ) -2- ( 4-chlorobenzyl ) piper idine- 4 -amine and 
bis ( 2-oxo-3-oxazolidinyl ) phosphinic acid chloride, producing I (ring A has 
a 4-C1, X = Y = N), m.p. 118-120°. 
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study) ; PREP (Preparation) ; USES (Uses) 

(preparation of 1- ( 3 , 5-bistrif luoromethyl ) -2- (benzyl ) piperidine substance P 
antagonists ) 
RN 177707-10-7 CA 

CN 4-Quinolinecarboxamide, N- [ (2R, 4S) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- 
(phenylmethyl)-4-piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. Rotation ( + ) . 



^ N. Ph 




RN 177707-12-9 CA 

CN 4-Quinolinecarboxamide, N- [ ( 2R, 4S ) -1- [ 3 , 5-bis (trif luoromethyl) benzoyl] -2- 
[ (4-chlorophenyl) methyl ] -4-piper idinyl ] - (CA INDEX NAME) 

Absolute stereochemistry. 
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AB N- [3, 5-Bis (trif luoromethyl) benzoyl] -2-benzyl-4- 

(quinolinoylamino)piperidines I [Y = :N, :N(0); R = OH when Y = :N; R = H, 
when Y = :N(0); Rl = (un) substituted Ph] were prepared for use as substance 
P antagonists (no data) . Thus, I [Y = N, R = H, Rl = 4-C1C6H4] was 
oxidized to I [Y = :N(0), R = H, Rl = 4-C1C6H4] with 3-C1C6H4C020H . 

MSTR 1 




G2 — (\ /> — G2 



Patent location: claim 1 

Note: substitution is restricted 



REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSWER 2 OF 5 MARPAT COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 



132:199049 MARPAT 

Pharmaceutical compositions containing specific 
substance P antagonists for the treatment of chronic 
fatigue syndrome and fibromyalgia 

Mueller, Wolfgang; Stratz, Thomas; Farber, Lothar 

Novartis A.-G., Switz.; Novartis-Erf indungen 

Verwaltungsgesellschaf t m.b.H. 

PCT Int. Appl., 26 pp. 

CODEN: PIXXD2 

Patent 

English 



Page 54 



PATENT INFORMATION: 



PATENT NO. 



WO 2000010545 
WO 2000010545 



KIND DATE 



20000302 
20000810 



APPLICATION NO. DATE 

WO 1999-EP6215 19990824 



AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 


CU, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW 










GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GM, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 













CA 2339628 
AU 9956245 
BR 9913201 
EP 1107744 
EP 1107744 

R: AT, BE, 
IE, SI, 
JP 2002523363 
AT 238044 
PT 1107744 
ES 2198948 
US 20030092735 
US 20050096334 
US 20070155759 
PRIORITY APPLN. INFO 



CH, DE, 
LT, LV, 



20000302 
20000314 
20010508 
20010620 
20030423 

DK, ES, FR, 

FI, RO 
20020730 
20030515 
20030829 
20040201 
20030515 
20050505 
20070705 



CA 1999-2339628 
AU 1999-56245 
BR 1999-13201 
EP 1999-942911 



19990824 
19990824 
19990824 
19990824 



GB, GR, IT, LI, LU, NL, SE, MC, PT, 



JP 2000- 

AT 1999- 

PT 1999- 

ES 1999- 

US 2002- 

US 2004- 

US 2007- 

GB 1998- 

GB 1998- 

WO 1999- 

US 2001- 

US 2002- 

US 2004- 



565867 

942911 

942911 

942911 

222060 

947967 

715805 

18467 

26692 

EP6215 

792801 

222060 

947967 



19990824 
19990824 
19990824 
19990824 
20020816 
20040923 
20070308 
19980825 
19981204 
19990824 
20010223 
20020816 
20040923 




AB The invention relates to the pharmaceutical use of specific substance P 

antagonists, in particular 1-acylpiper idine substance P antagonists, especially 
N-benzoyl-2-benzyl-4- (azanaphthoylamino)piperidines (I; wherein X and Y 
are each independently of the other N and/or CH and the ring A is 
unsubstituted or mono- or poly-substituted by substituents selected from 
the group consisting of lower alkyl, lower alkoxy, halogen, nitro and 
trif luoromethyl ) ; and pharmaceutically acceptable salts thereof for 
treatment of chronic fatigue syndrome (CFS) in the absence of serotonin 
agonist/selective serotonin re-uptake inhibitory therapy, or for the 
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treatment of fibromyalgia or associated functional symptoms. A film-coated 
tablet contained (2R, 4S)-N- [1- (3, 5-bistrif luoromethylbenzoyl ) -2- ( 4- 
chlorobenzyl ) piperidin-4-yl] quinolin-4-carboxamide 100.0, lactose 100.0, 
corn starch 70.0, talc 60.0, calcium stearate 1.5, hydroxypropyl Me 
cellulose 2.36, and shellac 0.64 mg. 



F3C 




Gl = N / CH 

G2 = Ph (opt. substd. 

Derivative : 

Patent location: 



by 1 or more G3) 
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claim 6 
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AB The invention relates to the use of substituted piperidineamines I or of a 
pharmaceutically utilizable salt thereof, in which Rl is an unsubstituted 
or substituted aralkyl, aryloxyalkyl, heteroaralkyl , aroyl, heteroaroyl, 
cycloalkylcarbonyl, aralkanoyl, heteroarylalkanoyl , aralkoxycarbonyl or 
arylcarbamoyl radical or the acyl radical of an a-amino acid which 
is unsubstituted or N-substituted by lower alkanoyl or 
carbamoyl-lower-alkanoyl ; R2 is cycloalkyl or an unsubstituted or 
substituted aryl or heteroaryl radical; R3 is hydrogen, alkyl, carbamoyl 
or an alkanoyl or alkenoyl radical which is unsubstituted or substituted 
by carboxyl or esterified or amidated carboxyl; R4 is an unsubstituted or 
substituted aryl or unhydrogenated or partially hydrogenated heteroaryl 
radical; XI is methylene, ethylene, a direct linkage, a carbonyl group 
which may be ketalized, or an unetherified or etherified hydroxymethylene 
group; X2 is alkylene, carbonyl or a direct linkage; and X3 is carbonyl, 
oxo-lower-alkylene, oxo (aza) -lower-alkylene or an alkylene radical which 
is unsubstituted or substituted by Ph, hydroxymethyl, carboxyl which may 
be esterified or amidated, or by hydroxyl in a position higher than 
a; for producing pharmaceutical products for the treatment of social 
phobia. Thus, the preparation and formulation of ( 2R, 2S ) -2-benzyl-l- ( 2- 
naphthoyl ) -N- ( 4-quinolylmethyl ) -4-piperidineamine as p antagonists for 
treating social phobia, are reported. 
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= bond 
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G16 = C(O) 
G19 = CF3 
Derivative : 
Patent location: 
Note: 

Note: 



or pharmaceutically utilizable salts 

aza-interrupted oxo-lower alkylene moieties in G16 
also claimed 

OH in G18 is in position higher than a on 
alkylene in G16 
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AB The title compds . [I; ring A is (un) substituted; X, Y = N, CH] , useful as 
substance P antagonists (no data) for the treatment of substance P-induced 
diseases (no data), are prepared and I-containing formulations presented. 

Thus, 

ammonium 4-quinazolinecarboxylate was reacted with ( 2R, 4S ) -1- ( 3 , 5- 
bistrif luoromethylbenzoyl ) -2- ( 4-chlorobenzyl ) piper idine-4-amine and 
bis ( 2-oxo-3-oxazolidinyl ) phosphinic acid chloride, producing I (ring A has 
a 4-C1, X = Y = N) , m.p. 118-120°. 

MSTR 1 




G2 = Ph (opt. substd. by 1 or more G3) 

Derivative: or salts 

Patent location: claim 1 
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RlN ) — x2nr3x3r4 



R2xl I 



AB Title compds . [I; Rl = (substituted) aralkyl, aryloxyalkyl , aroyl, 
arylcarbamoyl, heteroaroyl, cycloalkylcarbonyl , aralkanoyl, 
aralkoxycarbonyl, a-araminoacid ocyl residue, etc.; R2 = cycloalkyl, 
(substituted) (hetero) aryl; R3 = H, alkyl carbamoyl, (substituted) 
alkanoyl, alkenoyl; (R4 = (substituted) aryl, (partially hydrogenated) 
heteroaryl; XI = (H2, CH2CH2, bond, (ketalized) CO, (etherified) HOCH; X2 
= alklylene, CO, bond; X3 = CO, oxoalkylene, oxoazaalkylene, 

hydroxyalkylene, etc.], were prepared Thus, Et (R) -3-amino-4-phenylbutyrate 
was converted to (2R, 4RS) -2-benzyl-l- (3, 5-dimethylbenzoyl ) -4- 
piperidineamine in several steps and the latter was stirred with PhCH2CHO, 
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NaOAc, HOAc, and NaBH3CN in MeOH to give title compound II and its 
diastereomer . I inhibited substance P-induced blood vessel dilation in 
guinea pig ears beginning at 0.01 mg/kg i.v. 



-G12-G5 G13-G8 



: Ph (opt. substd. by 1 or more G32) 
: NH 

; quinolinyl 



§ c— g: 



G12 = bond 
G13 = C(O) 

G25 = Ph (opt. substd. by 1 or more G26) 
G26 = CF3 
Derivative : 
Patent location: 
Note: 
Note: 



or salts 
claim 1 

substitution is restricted 
also incorporates claim 121 



=> d his 

(FILE 'HOME' ENTERED AT 14:59:58 ON 17 APR 2008) 

FILE 'REGISTRY' ENTERED AT 15:01:20 ON 17 APR 2008 

LI STRUCTURE UPLOADED 

L2 0 S LI SAM 

L3 5 S LI FULL 

FILE 'CA' ENTERED AT 15:02:12 ON 17 APR 2008 

L4 27 S L3 



FILE 'MARPAT' ENTERED AT 15:02:38 ON 17 APR 2008 
5 S LI FULL 
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Logging off of STN 

=> 

Executing the logoff script... 
=> LOG Y 

STN INTERNATIONAL LOGOFF AT 15:03:06 ON 17 APR 2008 
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